York, 1989, or Current Protocols in Molecular Biology, F.M. Ausubel, etal., eds., John Wiley & Sons, 
Inc., New York. More specifically, stringent conditions, as used herein, refers, for example, to 
hybridization at 65°C in hybridization buffer (3.5 x SSC, 0.02% Ficoll, 0.02% polyvinyl pyrolidone, 
0.02% Bovine Serum Albumin, 2.5mMNaH 2 P0 4 (pH7), 0.5% SDS, 2mM EDTA). SSC is 0.1 5M sodium 
chloride/0.0 15M sodium citrate, pH7; SDS is sodium dodecyl sulphate; and EDTA is 
ethylenediaminetetracetic acid. After hybridization, the membrane upon which the DNA is transferred is 
washed at 2x SSC at room temperature and then at O.lx SSC/0.1% SDS at temperatures up to 68°C. 



In the Claims 

Please re-write the claim set as indicated below. A marked-up version of the claims is appended 
herewith as Appendix A. 

1 . (Twice Amended) A method for identifying a subject at risk of developing a cancer 
characterized by abnormally increased methylation of a CpG island containing TMS1 nucleic acid 
molecule comprising 

determining a level of methylation of a CpG island of a TMS1 nucleic acid molecule in a 
biological sample from a subject, and 

comparing the level of methylation of the CpG island of the TMS1 nucleic acid molecule 
in the biological sample to a control 

wherein the CpG island of the TMS1 nucleic acid molecule is selected from the group consisting 

of 

(a) nucleic acid molecules which hybridize under stringent conditions to a complement of a 
molecule consisting of SEQ ID NO:4, wherein the stringent conditions are 65°C and 3.5X SSC, and 

(b) complements of (a), 

wherein the TMS1 nucleic acid molecule codes for a TMS1 polypeptide comprising a caspase 
recruiting domain and having apoptosis inducing activity, and 

wherein an increase in the level of methylation of the CpG island of the TMS 1 nucleic acid 
molecule in the biological sample compared to the control identifies a subject at risk of developing the 
cancer. 



4#. (Twice Amended) A method for identifying a subject having cancer who is at risk of being 
non-responsive to an apoptosis-dependent anti-cancer therapy comprising: 

determining a level of methylation of a CpG island of a TMS1 nucleic acid molecule in a 
biological sample from a subject having cancer, and 

comparing the level of methylation of the CpG island of the TMS 1 nucleic acid molecule 
in the biological sample to a control, 




wherein the CpG island of the TMS1 nucleic acid molecule is selected from the group consisting 



of 



(a) nucleic acid molecules which hybridize under stringent conditions to a complement of a 
molecule consisting of SEQ ID NO:4, wherein the stringent conditions are 65°C and 3.5X SSC, and 

(b) complements of (a), 

wherein the TMS1 nucleic acid molecule codes for a TMS1 polypeptide comprising a caspase 
recruiting domain and having apoptosis inducing activity, and 

wherein an increase in the level of methylation of the CpG island of the TMS1 nucleic acid 
molecule in the biological sample compared to the control identifies a subject who is at risk of being non- 
responsive to an apoptosis-dependent anti-cancer therapy. 



110. The method of claim 1, wherein the level of methylation is determined using a technique 
selected from the group consisting of methylation sensitive restriction analysis, methylation specific 
polymerase chain reaction (MSP), sequencing of bisulfite modified DNA, methylation-sensitive single 
nucleotide primer extension (Ms-SNuPE), and combined bisulfite restriction analysis (COBRA). 



111. The method of claim 1 , wherein the biological sample is breast tissue. 

112. The method ofe|aim 1, wherein the control comprises a normal tissue from a normal 

subject. 

1 13. The method of claim 47, wherein the level of methylation is determined using a 
technique selected from the group consisting or^nethylation sensitive restriction analysis, methylation 
specific polymerase chain reaction (MSP), sequencing of bisulfite modified DNA, methylation-sensitive 
single nucleotide primer extension (Ms-SNuPE), and combined bisulfite restriction analysis (COBRA). 

1 14. The method of claim 47, wherein the cancer isNsreast cancer. 

115. The method of claim 1 13, wherein the biological sarnpje is a breast cancer tumor. 

1 16. The method of claim 47, wherein the control is normal tissueNxom a normal subject. 



1 1 7. The method of claim 1 1 6, wherein the control is normal tissue frornthe subject having 



cancer. 




[0 
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1 18. (Previously Once Amended) The method of claim 47, wherein the apoptosis-dependent 
/ 1 anti-cartcer therapy is a DNA damaging anti-cancer therapy. 



119. (Previously Once Amended) The method of claim 47, wherein the apoptosis-dependent 



anti-cancer therapy is radiation therapy. 



120. (Previously Once Amended) The method of claim 47, wherein the apoptosis-dependent 
anti-cancer therapy is chemotherapy, 

\ 

121. (Previously Once Amended) The method of claim 47, further comprising administering to 
the subject at risk of being non-responsive to an apoptosis-dependent anti-cancer therapy, a demethylating 




agent and an apoptosis-dependent anti-cancer therapy. 



122. (Previously Once Amended) The method of claim 47, further comprising administering to 
the subject at risk of being non-responsive to an apoptosis-dependent anti-cah^er^therapy, an anti-cancer 
therapy selected from the group consisting of biological response modifying therapy, immunotherapy, 
cancer vaccine therapy, hormone therapy and angiogenesis inhibiting therapy. ^^^o 

. (Amended) A method for identifying a subject at risk of developing a cancer characterized 
by abnormally increased methylation of a TMS1 nucleic acid molecule comprising 

determining a level of methylation of a TMS1 nucleic acid molecule in a biological 
sample from a subject, and 

comparing the level of methylation of the TMS 1 nucleic acid molecule in the biological 
sample to a control 

wherein the TMS 1 nucleic acid molecule comprises a CpG island and is selected from the group 
consisting of 

(a) nucleic acid molecules which hybridize under stringent conditions to a complement of a 
molecule consisting of SEQ ID NO:4, and which code for a TMS1 polypeptide comprising a caspase 
recruiting domain and having apoptosis inducing activity, wherein the stringent conditions are 65°C and 
3.5XSSC,and 

(b) complements of (a), and 

wherein an increase in the level of methylation of the TMS1 nucleic acid molecule in the 
biological sample compared to the control identifies a subject at risk of developing the cancer. 

124. (Amended) A method for identifying a subject having cancer who is at risk of being non- 
responsive to an apoptosis-dependent anti-cancer therapy comprising: 



ft 




